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REMARKS 

Claim Status 

Claims 48-62 are pending in the application. Claims 48, 52, 54, 
56, 58, and 59 have been amended, and claims 49, 53, 55, 57, and 
60 have been canceled without prejudice to Applicants' right to 
pursue the subject matters in a future application. 

Claim Objection 

Claim 55 was objected to for having incorrect syntax. The 
objection is moot because claim 55 has been canceled without 
prejudice . 

Rejection Under 35 U.S.C. §101 

Claim 57 was rejected under 35 U.S.C. §101 for reciting a use 
without setting forth any step. The rejection is moot because 
claim 57 has been canceled without prejudice. 

Rejection Under 35 U.S.C. §112, Second Paragraph 

1. Claims 56-59 were rejected under 35 U.S.C. §112, second 
paragraph, as being indefinite regarding the phrase " super - 
compound interferon". The rejection is respectfully traversed. 

To avoid confusion or being vague, claims 56, 58 and 59 have been 
amended to delete the phrase "super- compound interferon" . Claim 
57 has been canceled without prejudice. Accordingly, Applicants 
respectfully request that the rejection of claims 56, 5 8 and 5 9 
under 35 U.S.C. §112, second paragraph, be withdrawn. 

2. Claims 48-62 were rejected under 3 5 U.S.C. §112, second 
paragraph, as being indefinite regarding the phrase "changed 
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spatial configuration and enhanced biological activity" . The 
rejection is respectfully traversed. 

Claims 4 8 and 52 have been amended to delete the phrase "changed 
spatial configuration and enhanced biological activity" . 
Accordingly, Applicants respectfully request that the rejection 
of claims 48-62 under 35 U.S.C. §112, second paragraph, be 
withdrawn. 

3. Claims 53-54 were rejected under 3 5 U.S.C. §112, second 
paragraph, as being indefinite regarding the phrase "special 
promoter". The. rejection is moot because claim 53 has been 
canceled without prejudice. 

4. Claims 57-59 were rejected under 35 U.S.C. §112, second 
paragraph, for reciting "the super- compound interferon". As 
indicted above, claim 57 has been canceled without prejudice and 
claims 58 and 5 9 have been amended to obviate the rejection. 
Accordingly, Applicants respectfully request that the rejection 
of claims 58 and 59 under 35 U.S.C. §112, second paragraph, be 
withdrawn. 

5. Claim 57 was rejected under 35 U.S.C. §112, second 
paragraph, as being indefinite. This rejection is moot because 
claim 57 has been canceled without prejudice. 

Rejection Under 35 U.S.C. §112, 1st Paragraph, Written 
Description 

Claims 48-62 were rejected under 35 U.S.C. §112, 1st paragraph, 
for failing to comply with the written description requirement. 
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The Examiner indicates that this is a new matter rejection. The 
Examiner contends that while the specification does teach a 
recombinant interferon that is different from INFERGEN as 
determined by circular dichroism, the specification does not 
specifically recite a recombinant interferon encoded by SEQ ID 
NO.l and having the amino acid sequence of SEQ ID NO. 2, and 
further having enhanced biological activity as compared to an 
interferon not encoded by SEQ ID NO.l. The rejection is 
respectfully traversed. 

Claims 4 8 and 52 have been amended to recite a recombinant 
interferon encoded by a polynucleotide having a sequence of SEQ 
ID NO.l, wherein the recombinant interferon has an amino acid 
sequence of SEQ ID NO. 2, and the recombinant interferon can 
directly inhibit secretion of HBsAg and HBeAg of Hepatitis B 
Virus. Applicants submit that the claimed interferon has been 
described in the specification in such a way as to reasonably 
convey to one skilled in the art that the inventor had possession 
of the claimed subject matter at the time the application was 
filed. 

Example 1 of the present specification discloses a recombinant 
interferon (rSIFN-co) encoded by a eDNA designed according to the 
codon usage of E. coli. The nucleotide and amino acid sequences 
for the interferon of the present invention (rSIFN-co) were 
disclosed in Figure 1 (see page 14, lines 10-14) . The 
description for Figure 1 has been amended as follows in an 
amendment filed April 12, 2006: 
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Figure 1. rSIFN-co cDNA sequence (SEQ ID NO:l) 
designed according to E. Coll. codon usage and 
deduced rSIFN-co amino acid sequence (SEQ ID NO: 2) 

Example 1 of the present specification describes in detail the 
construction of a cDNA encoding the interferon of the present 
invention, rSIFN-co (see pages 14-19) . Then the nucleotide and 
amino acid sequences for rSIFN-co were listed on pages 20-21. 
The heading for such sequences on page 20 has been amended as 
follows in an amendment filed April 12, 2006: 

rSIFN-CO CDNA SEQUENCE (SEQ ID NO:l) DESIGNED 
ACCORDING TO E. COLI . CODON USAGE AND DEDUCED 
rSIFN-co AMINO ACID SEQUENCE (SEQ ID NO: 2) 

Example 2 of the present specification describes method of 
purifying the interferon of the present invention (rSIFN-co) . 
Example 3 describes the stability of lyophilized rSIFN-co. 
Example 4 discloses inhibition of HBV viral antigen secretion by 
rSIFN-co, the interferon of the present invention (see page 32, 
lines 5-17; Tables 1-3) . Hence, taking the present disclosure as 
a whole, one of ordinary skill in the art would readily and 
reasonably conclude that at the time the application was filed 
the inventor had possession of a novel interferon having a 
sequence of SEQ ID NO. 2 which is encoded by SEQ ID NO.l, and such 
novel interferon can directly inhibit secretion of HBsAg and 
HBeAg of Hepatitis B Virus. Accordingly, no new matter has been 
added by the present amendment, and Applicants respectfully 
request that the rejection of claims 48-62 under 35 U.S.C. §112, 
1st paragraph, be withdrawn. 



Applicants : Wei et al . 

U.S. Serial No.: 10/650,365 
Filed : August 28, 2003 

Page : 10 

Rejection Under 3 5 U.S.C. §112, 1st Paragraph, Enablement 

Claims 52-62 were rejected under 35 U.S.C. §112, 1st paragraph, 
for lack of enablement. Claim 52 was rejected for reciting "a 
host cell", and claims 53-62 were rejected for depending from 
claim 52 . 

Applicants submit that claim 52 has been amended as helpfully 
suggested by the Examiner to recite "an isolated host cell" . 
Accordingly, Applicants respectfully request that the rejection 
of claims 52-62 under 35 U.S.C. §112, 1st paragraph, be 
withdrawn. 

Rejection Under 35 U.S.C. §102 (b) 

1. Claims 48, 49, 52, 53, and 55-60 were rejected under 35 
U.S.C. 102(b) as being anticipated by Stabinsky (U.S. Patent 
4,695,623 or U.S. Patent 4,897,471) or Alton et al . (EP 422697). 
The rejection is respectfully traversed. 

The Examiner contends that because a recombinant interferon 
having a sequence of SEQ ID NO. 2 is what is actually being 
claimed, the disclosure of the above cited references, which all 
teach a polypeptide having the sequence of SEQ ID NO. 2, meet the 
limitations of claim 48. The Examiner further argues that 
although the '623 patent does not specifically recite an 
interferon capable of directly inhibiting DNA duplication and 
secretion of HBsAg and HBeAg of the hepatitis B virus, the 
interferon of the v 623 patent would inherently possess such 
inhibitory activities on hepatitis B virus. Applicants 
respectfully disagree. 
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Contrary to the Examiner's assertion, Applicants submit that the 
interferon of the above cited references does not inherently 
possess the ability to inhibit secretion of HBsAg and HBeAg of 
the hepatitis B virus. The ^ 623 patent, M71 patent and the * 69 7 
application all have the same specification and are all owned by 
Amgen Inc. These three publications disclose a consensus 
interferon having an amino acid sequence of SEQ ID NO. 2, but the 
consensus interferon is not encoded by nucleotide sequence SEQ ID 
NO.l {see e.g. Example 9 and Table VIII of the *623 patent) . 
Amgen Inc. later marketed this consensus interferon as INFERGEN 
(see Exhibit 1, the product sheet of Amgen' s INFERGEN) . 

The present specification clearly shows Amgen' s INFERGEN cannot 
inhibit secretion of HBV HBsAg and HBeAg (see page 32, lines 5- 
17; Tables 1-3). As shown in Table 3, Amgen' s INFERGEN does not 
show any dose -dependent inhibition on the secretion of HBV HBsAg 
and HBeAg, whereas the interferon of the present invention 
exhibits highly significant dose -dependent inhibition on the 
secretion of HBV HBsAg and HBeAg (see Table 1) . 

In conclusion, neither one of ^ 623 patent, M71 patent and the 
'697 application anticipates the claimed interferon of the 
present invention because none of the cited references teaches an 
interferon that can inhibit secretion of HBV HBsAg and HBeAg. 
Furthermore, none of the cited references teaches an interferon 
encoded by nucleotide sequence SEQ ID NO.l. Claims 49, 53, 55, 
57, and 60 have been canceled without prejudice. Accordingly, 
Applicants respectfully request that the rejection of claims 48, 
52, 56, 58 and 59 under 35 U.S.C. 102(b) be withdrawn. 
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2. Claims 48-51 were rejected under 3 5 U.S.C. 102(b) as being 
anticipated by Blatt et al . (U.S. Patent 5,372,808). The 
Examiner rejects the claims on the same basis as described for 
the above 102 rejection. This rejection is respectfully 
traversed. 

The '808 patent, a patent owned by Amgen Inc., describes the use 
of a consensus interferon IFN-con lf which is the same as INFERGEN 
as described in the three references cited in the above 102 
rejection (see column 9, lines 5-10) . As discussed above, 
Applicants reiterate that consensus interferon IFN-con! (or 
INFERGEN) does not inhibit secretion of HBV HBsAg and HBeAg as 
claimed herein. 

Hence, Blatt et al . neither teach or suggest a recombinant 
interferon encoded by a polynucleotide having a sequence of SEQ 
ID NO:l, nor Blatt et al . teach or suggest a recombinant 
interferon capable of inhibiting secretion of HBV HBsAg and 
HBeAg. Accordingly, Blatt et al . do not anticipate claim 4 8 of 
the instant application, and Applicants respectfully request that 
the rejection of claims 48-51 under 35 U.S.C. 102(b) be 
withdrawn , 

Rejection Under § 103 (a) 

Claims 48-62 were rejected under 35 U.S.C. 103(a) as being 
unpatentable over Stabinsky (U.S. Patent 4,695,623) or Stabinsky 
(U.S. Patent 4,897,471) or Alton et al . (EP 422697) in view of 
Nasoff et al. (1999) . The rejection is respectfully traversed. 
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The primary references of the '623 patent, '471 patent and the 
'697 application have been discussed above. The Examiner cites 
Nasoff et al. for teaching on pBAD promoter. 

As discussed above, the three primary references do not teach or 
suggest an interferon that can inhibit viral antigen secretion of 
hepatitis B virus. Hence, for the sake of argument, even though 
assuming it is appropriate to combine the cited references (a 
point Applicants do not concede) , the Examiner has not 
established a prima facie case of obviousness because the 
combined teaching of the cited references does not teach or 
suggest all the claim limitations, see MPEP 2143. Thus, claims 
48 and 52 are not obvious in view of the cited references. In 
view of the above remarks, Applicants respectfully request that 
the rejection of claims 48-62 under 35 U.S.C. 103(a) be 
withdrawn. 

Double Patenting 

Claims 48-62 were provisionally rejected on the ground of non- 
statutory obviousness -type double patenting as being unpatentable 
over claims 1-13 of copending Application No. 10/928,956. 

Claims 48-62 were also provisionally rejected on the ground of 
non- statutory obviousness- type double patenting as being 
unpatentable over claims 1, 5, 12-17 and 21 of copending 
Application No. 11/077,813. 

The Examiner indicates that this is a provisional rejection 
because the conflicting claims have not been allowed. 
Accordingly, Applicants respectfully request that the provisional 
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double patenting rejection be held in abeyance until there are 
allowable claims. 
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CONCLUSION 

Applicants respectfully maintain that all the grounds of 
rejections raised in the March 7, 2 007 Final Office Action have 
been addressed and earnestly urge the Examiner to render 
favorable action for the claimed invention. 

If a telephone interview would be of assistance in advancing the 
prosecution of the subject application, Applicant's undersigned 
attorney invites the Examiner to telephone him at the number 
provided below. If any additional fee is required, authorization 
is hereby given to charge the amount of any such fee to Deposit 
Account No. 50-1891. 



Respectfully submitted, 

oiwi i^>^ yog cjl^ 

Albert wai-Kit Chan 

Registration No. 36,479 

Attorney for Applicant (s) 

Law Offices of 

Albert Wai-Kit Chan, LLC 

World Plaza, Suite 604 

141-07 2 0 th Avenue 

Whitestone, New York 113 57 

Tel: (718) 799-1000 

Fax: (718) 357-8615 

E-mail : chank@kitchanlaw . com 
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Infergen® 
(Interferon alfacon-1) 



Ihelic UNA sequence was constl 
ulogy. Interferon alfacon-1 difft 
amino acids £88% homology), ai 

I . - lentil" -'I over 30efe of the amino acid poslt.ums- iniencn.,., 
con-l' is produced in Escherichia «tf f£ «*J cells that have been genel- 
• k-allv altered by insertion of a synthetically constructed sequence Hint 
::l:L interferon „(*»,,. Prior «, to. punhclion interferon -aifa- 
c j, i,, j, t t, n ,.v estate, and its firmlpurtrys 
achieved by sequential passage over a series of ^™°-S«P^ 
columns. This protein has a molecular weigh, of 19,434 oaltons. 
infergen* is the Amgen Inc. trademark for Interferon alfacon-1. 



Interferon alfacon-1 is a recombinant non-naturally occurring type-I 
interferon. The 166-amino acid sequence of Interferon alfacon-1 was 
derived by scanning the sequences of several natural in 
subij pes M" assigning the most frequently observed ar 



vain n t uh. M < 1 <>" > 1 " 
volume of 0.3 mL and 0.5 mi, restreoiveh Infergen ■ b moJ paMkU 
syringes contain 0.03 mg/mL of Interferon alfacon-1. 3.9 ma/mL sou urn 
chloride, and 3.8 mg/ml. sodium P l pt.au in * ate, tor Inject,™. Us*. 

The Irartg l ingle;ecl prettied S) I, l» . gf ^ " 11 T 1 * 

M» bid. le. Infergen is to I dmmi.srered umlil.tl , 



:tiTnng, small protein rnoleee 
,000 daltons that are product 
al infections or to va " 



been identified (ie, type-I and type-ID. Type- 
family "f more than ii interferon alphas as well : 
interferon omega. While all alpha interferons tas 
elTects, nul all the activities arc sh: 
many cases, the extent of activity 
subtype. 



Infergen with a WHO international potency standard fo 
interferon alfa C83/514) revealed that the specific achvity of infergen in 
both an In vitro antiviral cylopathic effect assay and an anuprol.fenrm e 
assay was 1 x MP U/mg. However, correction between in vllro acjlv.ty 
and clinical aciiviry of any interferon is unknown. 



Tire pharmacokinetic properties of Infergen have not been evaluated ,n 
patients with chronic hepatitis C. Pharmacokmet.c profiles were ^evaluat- 
ed in normal, healthy volunteer aubjecw after SC injection of I. 3 or 

>-»« f r ^ 11 " 

bmon of viral cytopathic effect. Ho^-ever. analysLs of InfeTten-induced 
cellular products (UkIuCk - of ft' O .S and |M microglobulin) after 
Ireatment in these V- ct- revealed - statistic-alls tgn.ficant, dose-related 
increase in the are. under tire curve WX> to" the levels tif 2 5 OAS or 
1W microglobulin induced over time tp < 0.001 for all comparisons) 
Concentrations of 2'5* OAS were maximal at 24 hours after dosing, while 
serum levels of p-2 microglobulin appeared to reach a rautimum 24 to 
36 hours after dosing. T ' \ " - ehl , 'up " 
2'5' OAS and B-2 microglobulin were indicative of biological activity after 



CLINICAL PHARMACOLOGY 



biological 
ibstamially for each interferor 



All type-! 

, ' r led gene prod I* 

tnducc pleiolropic biologic responses which indue' 
eratlvc and Immunomodulatory effects, resolution 
histocompaUbility antigen (HLA class I and class 11 
uiation of cytokine expression. Examples of 



in (he 



„. „ Infergen was ol*«v«t in the rhesus monkey LLC cell ..re 
K l=nS yLh . ernlir cm™ . irai 1 
»» golden Syrian hamster was continued tatuwr iw- • '«"«. • 
„ r,f inferocn In aolden Syrian hamster* and rhesus mon- 



,,c studies of infergen In golden Syrian 

keys demonstrated rapid absorption fill ' r " ' ' 

concentrations of Infergen were observed at ho, and * Lours in 
golden Syrian hamsters and in rhc monkeys, res „s 
- ., a bio v . high to bo* sf* " 4 

in golden Syrian hamsters and B3W to 104* in rhesus monkeys_ 
Clearance of Infergen averaging 1.99 mVtamoic/kg in golden Syrian 
hamsters and 0.71 to 0.92 ml/minote/kg in rhes™ monkeys, was due 
predominantly to cauboiism and excretion by the k.dneys. The term, 

nal half-life of Infergen following SC dlrsing WW 1.3 Iwurs m gfMtef. 
Syrian hamshrr* and 3 4 boors to '1'es.rs monkeys. Upoo 7-doy _ 
multiple SC dosing, no accumulation of serum levels was observed in 
golden Syrian hamsters, 



li and^ 



in preclinical toxicology studies in golden Syrian ha 
monkeys, administmiion of Infergen at doses of up 
was assoctoted wil!) decreased ixxlv wc. ? .h.. tteocascU hx»J consum 
, , l!x»,c r trr upprc m High-dose hroni s, s a. 
doses of 10 to too mt i/kg'day IS). 10 S'Xt-fold Higher man tile max 
, uclini JUok endail n I a monkev r r e rted 

for areaevr tktn 1 month, due w the development ol \si>cular leak 



toxicity prolile df 



r in pregnani rhesus monkeys and golden 
■ ! .... in.re isc '0 ietal loss in haunters 

o gr tier than 15 m a L , rl i- md in 
a and 10 ineg.'kR'day Hie Infergen 
consistent with the known toxicity profile 



interferons,' 

CLINICAL EXPERIENCE; RESPONSE TO INFERGEN 

Infergen was studied in an open-label dose escalation study using 3, 6, 

I r !■• a, >, Jminisiered Hires time l^r . ektTIWU 



er disease secondan- it> ehnmie hepatitis C virus 
meg Am wis die maximal tolerated dose. 
,n acceptable safer)' profile and preliminary 



include 2'5' oligoadenylale sy 



<2'5' OAS) and p-2 



Tlw. jr™ of a and 9 meg doses of Infergen in the treatment of 

, n "}^' • 1 , r 1 ,;::;„ , .r 



.. , exhibited at least Bve limes higher specific activity in 

than interferon alfa-2a and interferon alfa-2h.i Comparison of 



er disease was confirmed by a liver 

, , . , ic. enrollment. Other causes of chronic 

re mled out prior to randomization. Nnurhlc exclusion 
disease, ihyniid alan ti mulity, o. his- 



Infer*™- (Interferon «lfiuMn.i) 3 



ks of observation slier 
assessed using a quan- 
in reaction (RT-PCR) assay 
of sensitivity of 100 copies/mL. liver histology was 
J — -he histology activity Index (HAI) score' of a . 
:imen with the HAI score from » specimen 
cessation of interferon therapy. 



Corporation)) at a dose 
irately 15 meg) (n 



at a dose of 3 meg (n - 252), Infergen at a 
Interferon alfa-2b recombinant IIFN o-2b, 
igistered trademark of the Schering 
if 3 million international units (IU) (appro* 
0). All patients were scheduled to receive £ 
C TTW for 24 weeks (end of treatment). 
Following treatment, patients were observed for an additional 24 wi 
assess durability of ALT normalization Cend of pt 
uion). In all patients, a complete response was define 
iti serum ALT concentration to at or below the upper lin 
(48 LVt) at the end of the pc 

Complete response was dependent on two consecutive normal sei 
ALT values determined 4 weeks apart. Reduction of HCV RNA to 



SWstatocd response taw* by AIT normalization and HCV RNA reduc- 
tions to below detectable limits are included In Table 1. Among the 
Infergen treatment groups In this study, the 9 meg dosage arm demon- 
strated a similar efficacy profile when compared to the 1FN cc-2b dosage 
arm. The 3 meg Infetgen dosage arm had lesser efficacy; 3% of patients 
receiving 3 meg Infergen had sustained reductions in their ALT concen- 
'ie normal range and 3% had sustained reductions in 



: (< 100 copies/mL), Of patients w! 

apy 8/32 125% 01-43% CD] had a 
' (0-9% CD] who never had a redncl 



A patient was considered to have developed binding antibodies If, using 
■ serum samples from two consecutive time points, a positive response 
was delected in either assay. The number of patients developing posi- 
tive binding antibody response In either assay was similar in the V meg 

neutralizing antibodies to interferon was not measured. Sustained ALT 
response rates in patients treated with Infergen who developed binding 
antibodies (4/25) were similar to sustained ALT response rates in 
patients who did not develop detectable antibody titers (40/195), The 
most frequently observed time to first antibody response was week 16 
of interferon treatment. Following cessation of interferon therapy, the 
number of paiienB with a positive antibody respoase declined during 



INDICATIONS AND USAGE 



HCV RNA to Ix 




Infergen is contraindicated in patients with known hypersensitivity to 
alpha interferons, to E co/f-derived products, or to any component of 




In this study, liver biopsies were taken a 
post-treatment observation. Similar improvement in liver histology, 
assessed by HAT score,* was observed in the 9 meg Infergen (68%), 
3 meg Infergen (63%), and IFN a-2b (65%) dosage arms. 



nt with 15 meg of Infergen w 
rial in 107 patients who had 1 

>h IU (approxima 



ly 15 m 



IFN a-2b. Of these patients, 1 
concentrations during either 'he initial treatment period or the post- 
ni observation period, white 33/107 achieved a normal ALT 

it, but experienced relapse (return of 
n) during post-treatment observation, 
normalization of ALT (ALT response rate) and 
00 copies/mL (HCV response rale) at the end 
veeks of observation. Response rates (expressed as fraction of 
IS, percentage of patients, and 9 



SEVERE PSYCHIATRIC ADVERSE E\-ENTS MAY MANIFEST IN 
PATIENTS RECEIVING THERAPY WITH !N 

INFERGEN, DEPRESSION, SUICIDAL IDEATION, AND SUICIDE 
ATTEMPT MAY OCCUR. The incidence of psychiatric events of suicidal 
ideation was small (1%) for patients treated with 9 meg Infergen com- 
pared to the overall Incidence (55%) of psychiatric events. Infergen 
should be used with caution In patients who report a history of depres- 
sion and physicians should monitor all patients for evidence of depres- 
sion. " Physicians should inform patients of the possible development of 
depression prior to initiation of Infergen therapy, and patients should 
report any sign or sy 
nenl psychiatric adverse ei 



PRECAUTIONS). 



rd for a 



Overall 16/107 [15% < 

Of patients who had relapsed following initial therapy 10/33 130% 
(lfi-W 1 * CD) had a sustained ALT response and 6774 18% (3-17% CD) who 

Overall 10/107 [9% (5-17% Cl)| , 



been associated with interferon therapies. 11 

No studies with Infergen have been conducted in patients with decom- 
pensated hepatic disease. Patients with decompensated hepatic disease 
should not be treated with Infergen, and patienLs who develop symp- 
tums of hepatic decompensation, such as 



PRECAUTIONS 



LalMratory tests pre recommended for all patients ™ Infergen therapy, 
prior 10 beginning treatment (baseline), 2 weeks after initiation of 
Iherapy, and periodically ihercafter during the 24 weeks of therapy at . 
the discretion of the physician. Following completion of Infergen 
1 patients developing dierapy, any abnormal lest values should be moniiored periodically 
" " ■'mi were used for the clinical study of Infergen 
a guideline to acceptable baseline values for 

Infergen should be used with caution in patients with a history of car- 
diac disease. Hypertension (5%). tachycardia (4%). and palpitation 13%) • Platelet count ^ 75 x 10VJ. 
were the mosi common cardiovascular adverse events reponed for . Hemoglobin concentration a 100 «/L 
9 meg Infergen therapy, with 1% of patients reporting tachyarrhythmias 
which were dose-limiting (see WARNINGS). 

Infergen should be used cautiously in patients with abnormally low 
peripheral blood cell counts or who are receiving agents that are 

i. Leukopenia, particularly granulocy- 



• ANC a 1500 x 10VL 



nt I* < 50 x 10VL. 1 



k.- laboratory parameiers sit 



chronically immunosuppressed patients, should receive Infergen therapy 
Serious acme hypersensitivity reactions have been reported in rare 




oedema, bronchaconstnciiou. iinttphv. metabolized vfc, the cytochrome W50 pathway.' Paiiems taking drugs 
nued immediately and appropriate dial arc metabolized by dibs pathway should he moniiored closely for 

changes in the therapeutic and/or to ' ' ' ' 

oi endocrine disorders. Abnormal thyroid sirmukulng hormone <tsi i>' 
and free thyroxine (T-i) level with hypothyroidism occurred in i% of 
patients administered 9 meg Infergen, and thyroid supplements were 
required in approximarely two thirds of those patients. 

Mutagenesis! Merge 

Ophthalmologic disorders have been reported with treatment with alpha a5says ' '^Ming 'he Ames bacterial mutagenicity 

interferons. Investigators using alpha interferons have reported the * '" """ ' ' 

occurrence of retinal hemorrhages, cotton woo] tj.oLs, and retinal ar 
or vein obstruction in rare instances. Any patient complaining of loss of 

visual acuity or visual I - u eye xammalion Because Impairment of Fertility! Infergen til doses as high as 100 incg/kg did 
ihese ocular events may occur In conjunction with other disease states ""' eitx " '' J 1 ° ri - r "Active performance or the development of 
a visual exam prior lo Initiation of interferon therapy is recommended | he ulTs Pnn S * h en administered SC to male and female golden Syrian 
in patients with diabetes mellltus or hypertension. hamsters for 70 and U days before mating, respectively, at- 

Exacerbaiioo of autoimmune disease has been reported in patien 



ttfj-n cytogenetic assay in human lymphocytes, either in the presence or 
ibsence of metalwlic activation. 



Nursing Mothers 



in golden Syrian hamsters when given at 135 limes the human dt 

treated with Infergen. when fever occurs, oiher possible causes of per- well-control ed sludie in pregnan, Infergen should no, 

sisient fever should be ruled out. used during pregnane, tf a woman 1 ,mes prcg m or plans 

information for Patients hecme P rc 8" am whik ' taf«8*n. she should be informed 

• . potential hazards to ihe fetus. .Males and females treated with in! 

If home use is determined to be desirable by ihe physician", instructions should be advised to use effective contraception, 
on appropriate use should be given by a health care professional. Th 
patient must be instructed as to the proper dosage and administration. 
Infnmiation included in Ihe hill "Information for Patients" leaflei (pro- 
vided separately) should be fully reviewed with the patient; it is not a 11 is nDt whether Inlergc ii is excreted in human milk. B 
disclosure of all. or possible, adverse effects. The most common ™"V drl1 S s are raoeted in human milk, caution should lie exej 
adverw reactions occurring with Infergen therapy are flu-like symptoms Bergen is administered to a nursing woman. The effect on the 
including faiigue. fever, rigors, headache, arthralgia, myalgia, and ^ neonate of orally ingested Infergen in breasi milk has noi been 

of Infergen may be used to prevent or lessen some of these symptoms. 
Additionally, patienis must be thoroughly insiructed in the importance Pediatric Use 
of pm]ier disposal procedures and cautioned against the reuse of 
needles, syringes, or re-eniry of die drug product. A puncture-resistant 
container for the disposal of used syringes and needles should be used 
by ihe patient and should be disposed of according lo die directions 
provided by ihe health care provider. 



ANC returned to clinically acceptable levels with reduction of the dose 
of Infergen, and these transient decreases in neutrophils were not asao- 

PlatclcU: Infergen treatment was associated with alterations In platelet 
count. Decreases in mean platelet count of 16% compared to baseline 
were seen by the end of treatment. These decreases were reversed 
during the post-treatment observation period. Values below normal 
were common during treatment with 3* of patients developing values 
less than 50 x irjf cells/1, usually necessitating dose reduction. 

Triglycerides; Mean values f D r serum triglyceride increased shortly 
after the start of administration of Infergen, with increases of 41%. com- 
pared with baseline, at the end of the treatment period. Seven percent 
of the patients developed values which were at least three times above 
pretreatment levels during treatment. This effect was promptly reversed 



se of 9 meg (0.3 mL) were dose-reduced to 



Thyroid Function: Infergen treatment was associated with biochemi- 
cal changes consistent with hypothyroidism including increases In TSH 
and decreases in T, mean values. Increases in TSH to greater than 
een In 10% of 9 meg lnfergen-treated patients either 



However, decreased efficacy may result from continued treatment at 
nt with 15 meg of Infergen, 33% of patienis 




to be desirable hy the physician, instructions 
on appropriate use should be given by a health care professional. After 
administration of Infergen, It is essential to follow die procedure for 
proper disposal of syringes and needles. See 'Information For Patients- 
leaflet for detailed Instructions provided separately. 



Infergen should be stored In the refrigerator at 2' to S'C (36' to 
46T). Do not freeze. Avoid vigorous shaking and exposure to 
direct sunlight. Just prior to injection. Infergen may be allowed to 



nt Treatment! From a database of 
165 patients receiving treatment with 15 meg of Infergen after failing 
initial interferon therapy, simitar changes in the laboratory variables as 



run associated with infectious complit 
as -t result of hematologic toxicity. 



eductions in WBCs and ANC 
terns (710. Two patienis ax\ 
< 500 x ir> cells/L. which wi 



HOW SUPPLIED 

Use only one dose pe 



ye unused drug for later yd 



Single-dose, preservative-free vials containing 9 meg (0.3 mL) of 
Interferon alfacon-1 are available in dispensing packs of six vuls 
'— TC 55513-554-06). 



In ALT (15 to 127 1U/D, aspartate 
tran-sarrurefse'tAST) C15 lo 164 IU/L), and lactic dehydrogenase CLDH) 
(183 to 281 lU/l) were reported. These laboratory values returned to 



id dose of Infergen for treatment of chronic 
lion Is 9 meg TTW administered SC as a single injection for 2 
At lopal 48 hours should clapas between doses of Infergen. 
patient miss a scheduled dose, the missed dose should be tal 
soon as passible, and the administration schedule revised at 



Patients who tolerated previous interferon therapy and 
or relapsed following its discontinuation may be subset 
with 15 meg of infergen TIW for 6 months. Patients sh 
treated with 15 meg of Infergen TIW if they have not n 
not tolerated, an initial course of interferon therapy. 



PrefUled Syringes (Single) ect 1 *) 

Single-dose, preservative-free prefilled syringes containing 9 meg 
(0,3 mil nf Interferon alfacon-1 it H ispen g padi I 
six prefilled syringes (NDC 55513-926-06). 

Single-dose, preservaiive-free prefilled syringes containing 15 meg 
<0.5 mL) of interferon alfacon-1 are available in dispensing packs of 
six prefilled syringes (NDC 55513-927-06). 



Infergen should be stored at 2' to 8'C {36* to 46 - F). Do not freeze. 
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